[Clinical significance of anti-neutrophil cytoplasmic antibody and pathogenetic role of adhesion molecules for Wegener's granulomatosis].
Anti-neutrophil cytoplasmic antibodies (ANCA) have been reported as a disease-specific marker for Wegener's granulomatosis (WG). In present study I have reported clinical significance of ANCA and pathogenetic role of adhesion molecules for WG. ANCA have been detected mainly by indirect immunofluorescence assay (IIF). I have developed an enzyme-linked immunosorbent assay (ELISA) for determining and quantifying ANCA. Based on the findings that the C-ANCA-related antigen is localized in alpha-fraction of neutrophils, I purified the alpha-fraction from supernatants of homogenized neutrophils by the sucrose gradient centrifugation and used it as an antigen. Peroxidase conjugated rabbit anti-human IgG was used as a secondary antibody. ELISA units in sera from 25 healthy donors were all below 10 units, so the limit for positive ELISA readings was set up 10 units. All of 20 patients with WG in active stage were positive and 7 of them showed high units more than 100 units. Among 19 patients with WG in inactive stage, 8 patients were positive, but only one showed high units. Among 32 patients with collagen diseases other than WG, 14 patients were positive, but 11 of the 14 showed P-ANCA positive on IIF. Since myeloperoxidase (MPO) is a major component of the alpha-fraction, the performance of the ELISA has also been evaluated for sera containing anti-MPO antibody. But the ELISA units correlated individually with the IIF titers and monitored disease activities. This ELISA provides precise ANCA quantitation and will be useful for the diagnosis of WG and for monitoring its activity. According to current concepts of pathogenesis in WG, the adhesion of neutrophils to the endothelial cells appears to be important for vasculitis. In this study, I observed that level of soluble inter-cellular adhesion molecule-1 (sICAM-1) had tendency to reflect disease activities in WG.